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THE
FERTILIZER ' TEL: 202/875-8250

CINSTITUTE 501 Seconc Street, N.E., Washingion, D.C. 20002 FAX: 2025448123

August 25, 1997

By Facsimile and Regular Mail

Dr. C. W. Jameson

National Toxicology Program
Report on Carcinogens

MD WC-05

P.O. Box 12233

Research Triangle Park, NC 27709

RE: Ninth Annual Report on Carcinogens
Dear Dr. Jameson:

The Fertilizer Institute (TFI), on behalf of its member companies, subrnits these comments in
response to a July 11, 1997 National Toxicology Program (NTP or Program) notice in the Federal
Register soliciting comments on NTP's list of substances, mixtures and exposure circumstances for

possibie inclusion in the Ninth Annual Report on Carcinagens (62 Fed. Reg. 37,272),
| Statement of Interest

TF1 isa voluntary, non-profit trade association of the fertilizer industry. TFI's nearly 250
member companies manufacture over 90 percent of the domestically produced fertilizer. TFI's
membership includes producers, manufacturers, distributors, transporters and retail farm suppliers of
fertilizer and fertilizer materials. In the production of phosphoric acid-based fertilizers, large amouats
of sulfuric acid are produced and wtilized by TFI's members. Thus, TFI and its member companies
have a vital interest in any effort by NTP to evaluate the carcinogenicity of sulfuric acid mist.

Description of the Production Process

Fertilizer manufacturers utilize the wet process to produce phosphoric acid. It is estimated that
95 percent of the commercial grade wet-process phosphoric acid is used to produce fertilizers and
animal feed, with a small portion used as a feedstock in chemical processing operations. The wet
process for the production of phosphoric acid includes three basic operations: digestion; filtration; and
conoentration. Sulfuric acid is relevant to the first operation, digestion.
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As part of the digestion operation, beneficiated phosphate rock is added to a recirculating
phosphoric acid stream, generating calcium phosphate. Sulfuric acid is then added to the solution to
chemically precipitate calcium sulfate solid (phosphogypsum) and leave phosphoric acid in solution.
TFT's members captively produce sulfuric acid at their phosphoric acid ptoduction facilities. In fact, 71
perceat of the sulfuric acid in the United States is produced captively for use in phosphoric acid
production. Thus, any evaluation of the carcinogenicity of sulfuric acid, in any form, is of import to
TFI's members./

Discussion

TFI offers the following preliminary coinments on NTP's notice of intent to evaluate sulfuric
acid mist for inclusion in the Ninth Aqnual Report on Carcinogens.

L NTP Should Undertake A Rigorous Review of the Studies
Jdentified s Rel Eyaluating Sulfuric Acid Mi

TFI urges NTP to conduct a critical, independent review of the studies which NTP ultimately
concludes are applicable to sulfuric acid mist, instead of merely adopting the conclusions reached in
those studies. TFI believes that NTP has adopted a contrary approach based on a statement contained

in NTP's Seventh Annual Report on Carcinogens (1994), the Program's most recent report. In this

Report, NTP "reminds" the public that the Report:

is a condensation of large amounts of data and conclusions made by
bodies which peer review the data submitted as evidence about cancer
and its relation to specific exposures. As such, the Seventh Annual
Report on Carcinogens must be iess detailed about the actual tests and
their drawbacks. The original monographs on each listing are given in
the references, and the reader is advised to tum to these for the specific
arguments, both pro and con, which went into the listing decision.

Seventh Annual Report on Carcinogens at 4.

TFI urges NTP to utilize its scientific expertise to conduct its own, independent assessment of
the "pros and cons” associated with each sulfuric acid mist study. Specifically, NTP should critically
evaluate the confounding factors for each study, as well as inconsistencies between one study and

V The remaining two operations, filtration and concentration, do not entail sulfuric acid use.
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another. Unless NTP undertakes such a thorough, in depth, review of each study, it will not be
properly evaluating a chemical for known, or reasonably expected, human carcinogenicity.

I NTP Should Promuigate a Definition of "A Significant Number

of Persans" For Purposes of the Annual Report on Carcinogens

TFI requests that NTP promulgate a definition of "a significant number of persons” for
purposes of its carcinogenicity listing pnor to evaluating the 14 substances for inclusion in the Ninth
Annual Report on Carcinogens. As NTP is aware, the Public Health Service Act, Section 262,/
provides NTP, through delegation from the Secretary of th» Department of Health and Human Services
(HHS), with the statutory authority to publish a report on ca.cinogenicity. Specifically, Section 262
requires HHS to publish a biennial report which contains:

(A)  alist of all substances —

(i)  which either are known to be carcinogens or may
reasonably be anticipated to be carcinogens, and

(ii)  to which a significant number of persons residing in the
United States are exposed,

LR N

Under this statutory listing scheme, NTP must first ascertain whether a substance is ejther
(1) known, or (2) reasonably anticipated, to be a carcinogen. NTP makes this determination through
reviewing studies on the substance at issue and accepting public comments on the substance. As
reflected in the attachment which NTP provided to TFI, NTP has developed a very elaborate review
protocol for assessing a substance's carcinogenicity. However, even if a substance satisfies the
“carcinogenicity” test, it still must pass the "significant exposure" test before it may be listed in the
report.

Under Section 262, a substance, once it is concluded that it is a known, or reasonably
anticipated to be, carcinogen, cannot be listed unless NTP also concludes that "a significant number of
persons residing in the United States are exposed [to 1t])." Although NTP appears to have devoted
considerable resources to establishing a system to implement the first part of the listing decision (i.e.,
carcinogenicity), NTP has not, to the best of TFI's knowledge, devoted resources to determining how to

2/ This section is codified at 42 U.S.C. § 241.
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evaluate the second part of the listing decision (i.e., a significant number of persons exposed to the
substance). Because this part of the listing analysis is as crucial as the first part, NTP should not
engage in listing determinations without properly establishing a clear definition of the number of
persons required to be exposed to the substance for listing purposes.

Also, as part of NTP's efforts to better define the second part of the listing criteria. NTP should
focus on the word "exposed.” As previously stated, the second part of the listing analysis requires that
“a significant number of persons residing in the United States [be] exposed” to the known, or
reasonably anticipated to be, carcinogen. NTP should define what is meant by the word "exposed.” In
other words, is it exposure at a certain concentration? Or rather, is it exposure at any concentration?
TF1I believes that NTP should define "exposed” in terms of a dose (i.c., exposure at a given
concentration for a designated period of time). To develop this definition, NTP should conduct
rigorous risk assessments to determine the proper safe exposure for an identified carcinogen.

Because NTP's listing of a substance as a carcinogen, or suspected carcinogen, triggers other
regulatory requirements at the federal and state level, TFI requests that any effort to define what is
meant by a "significant number” and "exposed” be addressed in the context of notice and comment

rulemaking pursuant to the Administrative Procedure Act.

An example of a regulstory requirement triggered by NTP's identification of & substance as a
carcinogen, or suspected carcinogen, is the U.S. Occupational Safety and Health Administration's
(OSHA's) Hazard Communication (HAZCOM) Standard (29 C.F.R. § 1910. 1200). Under this
Standard, chemical manufacturers and importers are required to assess the hazards of the chemicals
which they produce or import to determine if they are "hazardous chemicals.” If the chemical is a
hazardous chemical, the manufacturer or importer must prepare a material safety data sheet for the
chernical and ensure that any containers leaving the work place are properly labeled. In addition,
employes's exposed to the chemical in the work place must be trained in the proper handling of the
chemical. A "hazardous chemical” is defined under the Standard as a chemical which is a "physical”
hazard or a "chemical” hazard. A chemical hazard includes those chemicals that are "listed as a
carcinogen or potential carcinogen in the Annual Report on Carcinogens published by the National
Toxicology Program (NTP)." 29 C.F.R. § 1910.1200, App. A. Thus, a listing by NTP in the Annual
Report on Carcinogens triggers compliance with OSHA's HAZCOM Standard. Because of the
regulatory implications of an NTP listing, such as applicability of OSHA's HAZCOM Standard, NTP
should provide the public with the opportunity to assist NTP in developing a working protocol to list
chemicals in its Annual Report on Carcinogens.

III.  Potential Listing of Sulfuric Acid Mist

In its description of the procedures for evaluating chemicals for inclusion in the Seventh
Annual Report on Carcinogens, NTP states that the "strongest evidence for relationships between
exposure 10 any given chemical and cancer in humans comes from carefully conducted epidemiological
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studies.” Seventh Annual Report on Carcinogens at 4. TFI agrees with this conclusion. An
epidemiological study of mortality in relation to work experience in the Florida phosphate industry was

conducted in the 1980’s and updated in 1995. The study, which inclnded over 24,000 workers
employed in the industry between 1949 and 1978, found no evidence of causal associations of lung
cancer or of general mortality with specific exposures, including acid mist. It is this type of
epidemiological data that NTP should rely upon when it evaluates sulfuric acid mist for inclusion in
the Ninth Annual Report on Carcinogens.

In evaluating the potential Iisting of sulfuric acid mist, NTP will certainly consider the work
conducted by the International Agency for Research on Cancer (LARC). In 1992, iARC issued a
monograph identifying strong morgamc acid mlsts containing sulfuric acid as carcincgenic. JARC

v at 106 (Vol. 54, 1992). The studies
relied upon by IARC to reach its conclusion concerning strong inorganic mists failed to adequately
consider the confounding effects of significant elements, such as smoking and alcohol consumption.
Also, IARC failed to adequately extrapolate from experimemntal data to human exposure.

TFI apprecietes the opportunity to submit these comments and will be commenting on future
NTP notices in the Federal Register concerning the evaluation of sulfuric acid mist for inclusion in the

Ninth Annual Report on Carcinogens. [a the meantime, if there are any questions regarding these
comments, please feel free to contact Don Casey of TF1 at (202) 608-5909.

erely yours,

D}?dy’e)r?/w

At
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REPORT ON CARCINOGENS
LISTING/DELISTING PROCEDURES

Pedtions for listing or delisting an agent, substance or mixture in the Report on
Carcinogens (The Report) should be submitod 10 the National Toxicology Program’,
Petitions must contain a rationale for listing or delisting as cither & “known human
carcinogen™ or a “reasonably anticipated human carcing ", Appropriate background
information and relevant data (e.g. journal anivles, Technlcal Reports, TARC
listings, exposure surveys, reloase veatorics, eto.) which support a petition shou.d be
provided or referenced.

An agent, subsunce or mixture petitioned for listing or delisting will be
momdintheFedualRulw.mdejoumhmdmwﬂamww ugnhnc .
comment. The original petition and all comments received will be evaluaied by an
NIEHS/NTP Review Group (RG1), composed of scientists from the NIEHSINTg

-
-
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determine if the information provided is sufficient to merit further consideration. If jt is
dowermined the petition warrants formai consideration, the NTP may initiate an
independent search of the litorature and prepare a drafl review document for the
substance under consideration. Draft documents Will be prepared socording to the
following general formar:
1.0 Introduction
1.1 Chemical Information
synonyms, trade names, CAS#'s, molccular farmula, molscular
12 Ph w-&::d Propertios
i
13 Ide{niﬂcaﬁon of Structural Analogs
2.0 Exposure Assessment
2.1 Production
22 Use
23 Environmental Expasure

envirommental occurrence, environmental relcase, drinking water
and food content, consumer products, occupational exposures,
bomarkens of expogsure
24 h‘&‘cm I L ( and )
upationa - Limits (standards and criteria),
ey o

3.0 Human Studies
il Epidemiology Studics
occupatonal smdies, clinical trials, consumer exposurc, other
“non-occupational” exposures

3.2 hbommr{ Studies
controlled exposures

.
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3.3 Poisonings
Case reports, accideats, symptoms and clinical signs

4.0 Animal Carcinogenicity Studics
subdivided by specics

$.0 Genotoxicity
6.0 Mechanistic and Other Relevant Smudies

Data used in the preparation of Sections 3 through 6 of the draft document must come
from publicly available, peer reviewed sources.

If It is determined that the petition containg insufficient information to warrant
consideration by the NTP, it will be returned 10 the ogginal petitianer who will be invited
to reswbmit the petition with additiona! justification, which may include new data,
exposure information, otc. A notice, stating the action taken for a :ﬁﬁonod substance
found to contain insufficient justification for consideradon, will ublished in the
Fedural Register, trade journals and NTP newsletters, and included in su sequent editions
of the Report with the rcason(s) why it was not cunsidered farther, This decision will
mufmmwmm&xm&mimumwmwcm

FORMAL REVIEW STEPS
The following describes the review process for petitions that are considered by the NTP
for listing in or delisting from the Report on Carcinogens.

NIEHS/NTP Review Group (RG1)

The original petition and all public comments received in reaponse to a petition
-muuﬁmwﬂfﬁ. Aaﬁmmtofamz‘mdmmqmm' will be made
upon receipt of a petition. Reviewess will ussious conceming the adequacy of
d\opaduon. M the petition warrants formal cousideration a search of pertinent data bases

ill be performed and available citations will be reviewed by the primary reviewer. The
primary reviewer will idestify the relevant articles. Afier consultation with the secondary
reviewet, the identificd literature will be obtained and a draft sammary of all availabic
information from the original petition and the literature search will be . The
primary snd accondary revicwers wﬂlmminsdr._ﬁgﬁon.ncllmmmn ons and the
draft document for completeness and adequacy. draft documont will be revised if
necessary and presenied by the primasry reviewer to the RG1. Public comments received
in response to announcements of petitions will also be conaidcred. The RG] will make a
formal recommendation fur those petitions dewermined 1o contain sufficient information
for listing or delisting in the Report.  The petition thea continues through the review
process.

will not procoed further. The other Report review g . 4s well as the NTP Executive
Commiuge, will be informed of this action, The original petitioner will be notifiod uf the
RG1 action and invited to resubmit the petition with additional jusification. All
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petitioned ts, substances, or mixwres reviewcd by RG1 but not selected for listing or
delisting be included in rt!mwi subscquent edition of the Report with the reason(s) why

NTP Executive Committee's Working Group for the Report on Carcinogens (RG2).

The second review phase of pedtions will be done by the NTP Execotive
Committee's Working Group for the Reponrt on Carcinogens (®G2). RG2 ix a
atal jnteragency group thar assesses whether relevant information on the
titioned agent, substance, or mixcure is available and suficient for ligting in or delisting
ge'omthel!cpon A reviswer forcwhpcﬁtionwmbemim't‘hmmcmzw}wﬁﬂbe
responsible for reviewing the draft document and for 8 the Working Group's
discussion of the petition. Public comments received in Téspoanse o announcements of
petiions will also be considered by RG2 during the revicw. Upon completion of its
review, RG2 will de comments and recommendations for an changes and/or
additions to the dowmmndnlsomﬂclnmmmmdnﬁonfnﬂfuhgordemdng.
The petition then continues through the review process.

Board of Scientific Counselors REPORT Subcommittes (External Peer Review).

mmmphmﬁwwdﬁomwﬂlbcpafamedbylmlmmmm of the
NTP Board of Scientific Counselors. nhulbcommimurvaumﬁuindependem
peer review group that assesses whether the relevant information availshle is sufficient
for listing in or delisting, mmBMRAponSuboommimWiﬂmi:wpeddmin
8 public meeting. Prior to public review. a notice will be published in the Federal
Register, trade journals, and NTP . solichting public comment. The notice will
also inﬁuimudm«hdvndmwwmmmﬂmw address
the NTP Board Report Subcommitiee daring the review meeting. Reviewers for each
petition will be assigned from the NTP Board Subcommitiec who will be
responsible for the draft document and } the subcommittee’s discugsion
of the petition. Upon completion of its review, NTP Bosrd Report Subcommistee will
provide comments and recommendations for any changes and/or addidons w the draft
documeat and also make its forma) recommendation for ising or delisting (he petitioncd
agent, substance, or mixmre.

Upon completion of the reviews by RGI, RG2, and NTP Board Repon
Subcommittee, those petitioned agents, subsiances, or mixtures which are racommended
fwﬁdn;inordemdngfrunthehmﬁnbepublhhodindwm Register, trade
journals and NTP uwht:ir &Mmdm' and public comment and input on the

NTP Execative Commitiee

The independent recommendations of RG1, RG2, and NTP Board Repon
Subcommiuee and all public comment will be presented to the NTP Executive

Committee? for review and commear,
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NTP Director

The Director, NTP reccives the four independent recommendations from RG1,
RGZ,NTPBonrdReponSubcommim,andmcmEmudveCommimndm
lheﬁnddndﬁonwsubmitthencpunmmmot&eswomy.DHHS. :J‘pon
review and approval the Secretary, DHHS and submiasion to Congress, a notice of the

publication, indicating all newly listed or delistad agents, substances, of mixtures

ummmmwm,mwmm'mmmm
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For information contact Dr. C. W. Jameson, phone: (919)541-4006,
fx: (19) 5412242, email: junesca@niohs 2. gov

2 pgoacien o tsc NTP Executive Conmittes inclede:

Agmcy for Substsnces and Discasc Registry (ATSDR), Comeumner Product Commisaion
(CPSC), Eavironmental Prowciion Agescy (EPA), Food and Dreg Adrinistrasion (FDA), Conter
for Toxicological Rescarch (NCTR), Natioma! lustitme for Oocupetionsl Safety aad Heaith (NIOSH),
Occupational Safecy s0d Health Administration (OSHA), Deparsment of Heakd md Ilumes Services
(DHES), National Iasutees of Health (NJH), National Cancer Instituts (NCT), Natiomal Libeary of
mm.umwawmmmmmm



